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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Examiner! L.S. CHAN NAVAJ JALA; Ah Unit: 1615; Docket No.: 1565 

In RE: Application of Doris HUE&LER, et al 

Sor No.; 09/806,639 

RECEIVED 

May 21 , 2001 CENTRAL FAX CENTER 

OCT 2 8 2004 

August 31,2004 
DECLARATION OP FACTS PILED UNDER 37 C.F.R. 1.132 TO 
OVERCOME REJECTION UNDER 35 U,&C. 103 (a) 



Hon, Commissioner of Patents 

and Trademarks, 
Washington. D.C. 20231 

Sir 

In response to th^ Offfo© Aether* oaied Juno 4, 2004 and in addfflon to the 
accompanying amendment, please accept the toKowing showing of experimental facta 
supporting the claims of thd above-f dentffted U.S. Patent Application: 



l 
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WHEREAS U Do* MUEBLCt , ^ Guenter ^ qetTEL, 

Holoar2IMl4ERMANN, Michael OfTTSEN, Sabine PMCKE, Manfred BOESE, FtaH 
LADwiQ, 8ven CLAUS9EN and Canton tuipe, citizens of Germany, whose peat 
Mc* address*, ^ ^ Nf , 2 _ 

6etm8nV: Sch,Bb ^^^ se 41 , r>07743 Jena, Germany; Beethovena*^ 30. 

rx>7743 Jena. Germany; Trinlusatrasse 12, D-98693 llmanau^oda. Germany; 

Heidenbero 35*7. 0*9310 Apotda. Germany; An Derflieae 1B. D-0774fl Jena, 
Germany; Magdatetfeg toe, 0-07746 Jena. Germany; Henna-Baier Strasee 16, 
D-0774S Jana, Qermany; DumbuigerStrasae OB, O-07743 Jena. Germany; and Auf 
Dam Prtto, 18. d-37299 Wetesenbom, Oermany; have applied to Letter* Patent for 



BfOAOHESIVE TABLET CONTAINING TESTOSTERONE/TESTOSTERONE 
ESTER MIXTURES AND METHOD FOR PRODUCING A PREDBTERMIMED 
TESTOSTERONE TtMB-RELEASE PROFILE WITH SAME 



In a U.S. Patan, Application, Sor. No. (S/soe.839. filed May 21. 2001 . of whfch claims 
32 to 38 and 46 to SI were rejected bi an Office Action dated June 4. 2004 as obvious 
under 35 U.3.C. 103 (a) over VoOfspwrf*. « B l (Pharmacol rwi,, m view el 
KB 96oe?Z9 and claim* 39 to 44. sa and S3 ware rejected under 35 U.S.c. 103 (a) over 
Voorspoete, et al (Pharmaceutical Research) in view of KB 0606729. and further In view 
ofTiiripe, etaL 
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WHEREAS WE have measured and compared water sofubMties of a testosterone esxer. 
especially testosterone urrfscanosie, en.bod.ted in an organic polymer, especially 
HPMC (hydroxyprt^methylw (1) accortfino to the method claimed Ir, ctalm 32, 
amended claim 36 and new dependent method ctafm 54, as well as Valine dependent 
thereon, off the above-identified U.S. Patent Application. $er*fc>. 09/806.339, as 
amended by the accompanying amendment, end (2) by a mechanical mMng metnod 
aceordhg to the closest pw art reference, Voorepoefe, at al, in which mpmc ts simply 
mixed rnechanicaJly with e_o> testosterone undacanoate. 

^* fiflEA ® have found that the amount of testosterone undecanoate thai dissolves 
in an aqueous solution of HPMC at bc^terriparature (37*0) after two hours Increases 
wfth increasing amounts of hpmc In the solution end Id of the order of 0-S mg/l when 
the solution contains 0.4 % HPMC and when testosterone undecanoate Is embedded In 
HPMC according to the method cfafcmod In ctafme 32 and 36 and 54 but that the amount 
of testosterone undecanoate that tfseolvee when ft is ambodded in HPMC by the 
mechanical rnMng method Voorsp^ 

to increase with increasing amounts of HPMC k\ the aqueous solution. 



1 . EXPERIMENTAL RESULTS 

Experimental solubility results mustrated below show that the sotubfliry (2 hour? 
after administration) of teatostenwio esters m a fluid simitar to the saliva present m the 
oral cavity is considerably greater when the testosterone esters an? originally present In 
a tablet prepared according to the method of claims 32, 96 or 54 of the accompanying 
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amendment than when the tab** fa prepaid by tha melhod tffec^ )n vooispoete, et 
ai. Thte difference l» p^babry due to the fact that the testosterone esters of Vooispoeta, 
et ai, were obtained eommercialV end were in the crystetffne state, while the spray- 
diying procedure of the ar^lcante produces a tablet which contain* testosterone ester* 
in tha amorphous state <*ee page 4. last paragraph of appficamV speaHcation). Tno 
tablet produced by the dal mod method according to the present Invention b claimed in 
claims 45, 49 and 60 and the claims 0>pendih 9 on claims. 

A graphical Illustration (bar graph) showing a comparison of solubilities for 
Testosterone "ndecarwate embedded in an organic polymer (HPMC) by the method 
aooordlno w claims 32, 38 and 54 of tha acccmpanyfng amerKtmem with sofubilltte far 
testosterone imoecanoata embedded En the aame organic polymer by the simple mixing 
method of Voorspo**, et a/, (dosasi prior art) is provided below, n compares aoluhilrties 
(two hours after administration) of ajrua&sua testosterone uncWmoaie embedded In 
the oroante polymer HPMC by the spray-drying method of dtelms 32. 36 and 64 and 
crystalline tostoeterone unoocanoate embedded in the Game organic* pc^ymer by tha 
closest prior art method (Voorspoete, et ai). namely inecharucal mixing of crvator>ne 
testosterone undecanoate and HPMC. 

The solubilities for tho invention and the prior art ore shown as a function of 
HPMC oortosntrationa In solution. Tha bar* with zeros ere for trie prior art and they 
show that even when the aofubOity of HPMC Is close to 1 % In the solution, no 
testosterone undecanoate dissolves from tha embedded body, in contrast in tha oaae 
of the embedded body made by spraying, according to tha Invention a sokibflfty of 
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492 mgfl of testosterone undecanoals rasutts In mo aqueous HPMC solution (0.40 %) at 
grTC (body temperature) after two hours. 



k 














llli 



* Mt% M»» 01 



2. CONCLUSION 

Tnus during buccal administration a Wgh super-saturation solubility of 
testosterone imdecanoata id produced at the moist resorption surfaces, namely the oral 
mucosa, when a bioadhesive tablet according to the present invention (claim 54) is 
employed. The higher the concentration of the adjuvant substance (HPMC). the hfcher 
the super-saturation concentration. This means that despite the comparatively smaJl 
solubility Of testosterone undecanoate to pure water, a comparatively large amount of 
testosterone undecanoate dissolves in saliva in tne mouth. Thus the concentration 
gradient of testosterone wdecanoata produced by a bloadheetve tablet aijcenflng to the 
Invention at the resorption surfaces la compaiaHvely much larger than that produced by 
the tablet made by the method of Vcospoets, at aL 
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I HEREBY DECLARE AND AFFIRM THAT ALL STATEMENTS made herein of my 
awn knowledge are true and that aU statements made on Information and belief am 
believed to be true; and further that these statements were made with the knowledge 
that willful false statements and the like so made are punishable by fine or 
Imprisonment, or both, under section 1001 of Title 18 of the United States Code, and 
that such wfflful false statement may jeopardize the validity of the above-named 
application, any patent issuing thereon or any patent to which this Declaration is 
directed. 

DATE Doris HUEBLER 
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